Application Serial No.: 10/529,071 

IN THE SPECIFICATION : 

Please replace the paragraph found at page 28, lines 1-27 of the specification 

with the following rewritten paragraph: 

An exemplary algorithm for determining percent sequence identity and 
sequence similarity is the BLAST algorithm, which is described in Altschul et al, 
1990. Software for performing BLAST analyses is publicly available through the 
website of the National Center for Biotechnology Information 
(http://w wwdqcbirnlm.nih.go v/) . This algorithm involves first identifying high scoring 
sequence pairs (HSPs) by identifying short words of length W in the query sequence, 
which either match or satisfy some positive-valued threshold score T when aligned 
with a word of the same length in a database sequence. T is referred to as the 
neighborhood word score threshold. These initial neighborhood word hits act as 
seeds for initiating searches to find longer HSPs containing them. The word hits are 
then extended in both directions along each sequence for as far as the cumulative 
alignment score can be increased. Cumulative scores are calculated using, for 
nucleotide sequences, the parameters M (reward score for a pair of matching 
residues; always > 0) and N (penalty score for mismatching residues; always < 0). 
For amino acid sequences, a scoring matrix is used to calculate the cumulative 
score. Extension of the word hits in each direction are halted when the cumulative 
alignment score falls off by the quantity X from its maximum achieved value, the 
cumulative score goes to zero or below due to the accumulation of one or more 
negative-scoring residue alignments, or the end of either sequence is reached. The 
BLAST algorithm parameters W, T, and X determine the sensitivity and speed of the 
alignment. The BLASTN program (for nucleotide sequences) uses as defaults a 
wordlength W-11, an expectation E=10, a cutoff of 100, M=5, N=-4, and a 
comparison of both strands. For amino acid sequences, the BLASTP program uses 
as defaults a wordlength (W) of 3, an expectation (E) of 10, and the BLOSUM62 
scoring matrix (see Henikoff & Henikoff, 1992). 
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Application Serial No.: 10/529,071 

Please replace the paragraph found at page 31 , lines 7-24 of the specification 
with the following rewritten paragraph: 

For genes that are upregulated in response to hypoxia, wherein the precise 
sequence that confers hypoxia inducibility has not been determined, the responsive 
sequence can be defined by methods known to one of ordinary skill in the art. Within 
a candidate promoter region, the presence of regulatory proteins bound to a nucleic 
acid sequence can be detected using a variety of methods well known to those 
skilled in the art {Ausubel et a/., 1992). Briefly, in vivo footprinting assays 
demonstrate protection of DNA sequences from chemical and enzymatic modification 
within living or permeabilized cells. Similarly, in vitro footprinting assays show 
protection of DNA sequences from chemical or enzymatic modification using protein 
extracts. Nitrocellulose filter-binding assays and gel electrophoresis mobility shift 
assays (EMSAs) track the presence of radiolabeled regulatory DNA elements based 
on provision of candidate transcription factors. Computer analysis programs, for 
example TFSEARCH version 1.3 (Yutaka Akiyama: "TFSEARCH: Searching 
Transcription Factor Binding Sites", http://www.rwcp.or.jp/papi a/ available on the 
world-wide web) , can also be used to locate consensus sequences of known 
transcriptional regulatory elements within a genomic region. 
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